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Are male gender and nonadenocarcinoma histology valid prognostic factors for breast cancer?
We read with great interest the article published by de Vin et al. [1] . The authors identified male gender and non-adenocarcinoma histology among independent predictors of impaired OS. Patients with breast cancer constitute 11% of the whole population analysed. We claim that inclusion of patients with breast cancer may confound the results due to several reasons. First, metastatic breast cancer histology itself confers better prognosis than many other solid tumours. This inherent better prognosis may influence the results of treatment in oligometastatic setting. In Milano et al.' series, breast cancer patients with oligometastatic disease was found to have better OS at 6 years, better PFS at 2 years and better local control than other patients with non-breast primaries [2] . Second, more than 90% of primary breast cancers are histologically adenocarcinomas. The presence of breast carcinomas may favour adenocarcinoma histology as a better prognostic group than non-adenocarcinoma histology in the oligometastatic setting. Third, breast cancer incidence is much higher in women than men. We learn whether male gender and non-adenocarcinoma histology are still valid prognostic factors after excluding patients with breast cancer from analyses. Reply to the letter to the editor 'Are male gender and nonadenocarcinoma histology valid prognostic factors for breast cancer?' by Eren et al.
We acknowledge that the extraction of prognostic factors from our study may be confounded by patient's heterogeneity as oligometastases from various primary tumors were included. Breast cancers are indeed predominantly adenocarcinomas, affecting females, and are considered a favorable origin in case of metastatic disease [1] . Nevertheless, male gender (P = 0.036) and nonadenocarcinoma histology (P < 0.001) were still associated with significantly impaired overall survival (OS) on additional multivariate analysis (MVA) after exclusion of all breast cancer patients (n = 33). In the remaining population (n = 276) consisting of patients with non-small-cell lung cancer (NSCLC; n = 89), colorectal cancer (CRC; n = 101) and other primary tumors (n = 86) such as small-cell lung cancer, prostate, renal cancer and melanoma, MVA revealed that women with NSCLC (n = 28) experienced a significant longer median survival time (MST of 15 months) than men with NSCLC (n = 61) (MST of 11 months, P = 0.018). Furthermore, adenocarcinoma histology also remained a favorable survival determinant among the NSCLC oligometastatic patients (MVA, P = 0.004). These two factors have been frequently associated with favorable prognosis in all stages of NSCLC and possibly related to female hormones, smoking history, sex-influenced biologic mechanisms and responsiveness to targeted drugs [2, 3] . In oligometastatic CRC patients (n = 101), no significant survival difference was observed between men and women (MST of 27 versus 24 months, P = 0.633), which is in concordance with the results of one of the largest datasets available on gender disparities in metastatic CRC survival [4] . However, when age was accounted for in the latter study, younger women with metastatic CRC were found to live longer than younger men [4] . Since there were only 10 men and 10 women <55 years of age among the oligometastatic CRC patients in the current study, with a MST of 31 and 37 months, respectively, a potential benefit for younger women in terms of OS could not be demonstrated (P = 0.429). There was also no significant interaction on MVA between sex and OS in the remaining 86 oligometastatic patients with other primary tumors (MST of 15 months for males versus MST of 27 months for females, P = 0.982), whereas there was a benefit for adenocarcinoma histology (MST of 33 versus 12 months for nonadenocarcinoma, P < 0.001). In conclusion, histology and gender remained as a significant prognostic factor on MVA after exclusion of breast cancer patients. Concerning sex, the benefit to women appeared to extend only in the subgroup of patients with NSCLC.
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